ATTORNEY DOCKET NO. 16188.0001U1 
APPLICATION NO. 10/529,454 

REMARKS 

The claims have been amended to correct minor typographical errors only. No new 
matter has been added. Claims 1, 2, 5, 7, 10, 11, and 14 are pending. 
REJECTIONS UNDER 35 U.S.C. § 103(a) 

The Office Action has rejected Claims 1, 2, 5, 7, 10, 11, and 14 under 35 U.S.C. § 103(a), 
as allegedly being obvious over the combination of the Hwu (US Publication 2002/0128228; 
hereinafter "the '228 publication") in view of Gopferick (US Patent 6,086,908; hereinafter "the 
'908 patent") and Sjoblom (US Patent 6,753,014; hereinafter "the '014 patent"). Applicants 
respectfully traverse this rejection. Though applicants appreciate that the rejection is based on 
the combination of references, a brief discussion of the content of each reference is provided 
below, followed by a discussion of the combination. 

The Examiner stated that the '228 publication disclosed a controlled release formulation 
comprising cancer fighting compounds in the abstract and claims. No such description was found 
in the claims and Abstract of the '228 publication, however. The '228 publication does mention 
delayed-release dosage forms in paragraphs 0117-0119, but only touches on these dosage forms 
generally. The '228 publication neither provides any suggestion of a specific delayed-release 
formulation or controlled-release formulation, nor teaches how to obtain a given controlled- 
release formulation (e.g., the amount of active needed or type of polymer). 

In Examples 1 and 2 of '228 patent, the patients were treated by the combination therapy 
of temozolomide and thalidomide; no specific dosage form is disclosed. In Example 3 of '228 
patent, the patient was treated by interferon, followed by thalidomide and dacarbazine, and 
thalidomide alone; no temozolomide is administered in this example. In Examples 4 and 5 of 
'228 patent, the patients were treated with the combination of temozolomide and thalidomide, 
and temozolomide was administered daily during the period of treatment; still no specific dosage 
form is disclosed-however it is definitely not a controlled release dosage form. Thus, the '228 
publication is totally silent about a controlled-release formulation comprising temozolomide and 
a process for producing the same, not to mention the controlled release system comprising 4-10 
wt% of temozolomide and biodegradable poly anhydrides, as recited in the claim 1. 

The '908 patent relates to an implant preparation comprising a core and layers arranged 
concentrically. Throughout the specification, the '908 patent does not mention temozolomide. 
Thus, the '908 patent is totally silent on a controlled-release formulation comprising 
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temozolomide and a process for producing the same. 1 It is worth to point out that the controlled- 
release system of the present application could release temozolomide for a period ranging from 6 
hours to 4 weeks in vivo, which the preparation in the 908 patent can never achieve. 

The '014 patent relates to a method for making stable, sustained-release tablet. Same to 
the '908 patent, the '014 patent does not mention temozolomide throughout the specification. 
Thus, the '014 patent is totally silent on a controlled-release formulation comprising 
temozolomide and a process for producing the same. 

The rejection presented in the Office Action involves picking and choosing from 
disparate teachings in each of the cited references and cobbling them together in order to arrive 
at the claimed invention. In doing so, the Examiner failed to identify any particular reason for 
making the required selections and choices. The Examiner picks a feature from one reference 
simply because it was disclosed there without explanation and without consideration for the 
context of the reference as a whole. For example, the Examiner has said that because the '908 
patent discloses polyanhydrides it would be obvious to use these polymers with the 
temozolomide of the '228 publication to produce a controlled-release composition — never mind 
the fact that the '908 patent doesn't mention temozolomide and the '228 patent doesn't disclose 
controlled-release compositions. Such reasoning could be used to reject most inventions 
because, in essence, most inventions are based on combinations of known elements. Thus, to 
conclude that the claims are obvious simply because one may find each of the various features 
recited in the claims scattered throughout the literature is improper. 

What is required in a proper obviousness determination is some articulated reason for 
making the required choices, substitutions, and/or modifications to arrive at the claimed 
invention. Takeda Chemical Ind. v. Alphapharm, 492 F.3d 1350 (Fed. Cir. 2007) ("it remains 
necessary to identify some reason that would have led a chemist to modify a known compound in 
a particular manner to establish prima facie obviousness"). Why would one choose a 
polyanhydride, or the particular loading amount, or a particular solvent, or an emulsifying 
process, or a given release rate? There are many other alternatives available to the skilled 
artisan. So a reasoned explanation for choosing the features recited in references and combining 



1 The Examiner's assertion on page 4. first full paragraph, that the "908 patent discloses a tablet comprising tcmo/olomide is not correct. 
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then to arrive at the claims is required. All the Examiner has fairly done is to show that the 
selection of these features could have been made, not that they would have been made. 

Moreover, the rejection ignores the language of the claims. The claims in the current 
invention recite temozolomide with defined amounts combined with polyanhydrieds. Both the 
drug and the polymers were invented by other people, however, the use of temozolomide in the 
amount recited with the polyanhydride is new to the world. Even taking all disclosures in the 
references into consideration together, the claimed composition of temozolomide in the current 
invention with the technical features of, controlled release over a days and a weeks period cannot 
be reached easily, because all of these need innovative thinking and innovative experiments to 
prove. Furthermore, these technical features of the present invention maximize temozolomide 
therapeutical applications, overcome its drawbacks such as a short half life, instability, omit side- 
effect, provide convenience to patients and doctors. To this end, the Examiner states that 
obtaining the controlled- release temozolomide composition with the recited release rate is mere 
optimization. But in response, the Applicant would like to draw the Examiner's attention to the 
fact that controlled-release of temozolomide has been desired in the art from the discovery of 
temozolomide' s short half life in vivo, but no such report can be found until the filing date of the 
present application. Furthermore, a general description of a controlled-release formulation or a 
description about a controlled-release formulation of a drug does not help persons skilled in the 
art to obtain a precised controlled-release formulation of temozolomide with polyanhydrieds. 

In fact, temozolomide has been found to be very rapidly absorbed in patients, reaching a 
maximum plasma concentration within 0.7 hours and having a half life of 1.8 hours (see page 1, 
lines 22-23 of the specification). From these data, it can be seen that the plasma concentration of 
temozolomide declines rapidly after administration of the drug. Therefore, repeated 
administrations of the drug are required to maintain an effective concentration of the drug in the 
blood of a patient and thus cause both inconvenience and discomfort to a patient receiving 
temozolomide (see page 1, lines 19-30 of the specification). 

In order to address the problems associated with temozolomide administration, the 
present invention provides a controlled-release system comprising "4-10wt%" of temozolomide 
and biodegradable polyanhydrides. The claimed controlled-release system has been defined by 
the content of temozolomide (4-10 wt%), and further by a specific polymeric material, 
polyanhydrides, and another technical feature of the controlled release profile of temozolomide. 
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The present application also provides the experimental data for showing the effects of controlled 
release of the system {see page 10, line 8-page 12, line 15 of the English translation). For 
example, a controlled release system of the invention releases temozolomide for 10 days (see 
page 12, table 1 of the English translation). Certainly, the claimed system obviates the 
inconveniences of repeated administration of temozolomide and alleviates the sufferings of the 
patient. 

As such, Claim 1 of the current invention is not deemed easily conceivable from the '228 
publication and the '908 and '014 patents by a person skilled in the relevant art. Claim 1, and 
dependant Claims 2 and 5, are thus not obvious. For the similar reasons, Claims 7, 10, 1 1 and 14 
are not obvious either. Applicants respectfully request withdrawal of the rejection of the Claims 
under 35 U.S.C. § 103(a). 

CONCLUSION 

Claims 1, 2, 5, 7, 10, 11, and 14 are now in condition for allowance. The Office is 
encouraged to contact the undersigned to expedite prosecution and to discuss any relevant 
matters. 

Payment in the amount of $1,1 10.00 is enclosed for the Three-Month Extension of Time 
under 37 C.F.R. 1.17(a)(3). No additional fees are believed to be due. However, the 
Commissioner is hereby authorized to charge any fees which may be required, or credit any 
overpayments, to Deposit Account No. 14-0629. 

Respectfully submitted, 
BALLARD SPAHR LLP 

/Christopher L. Curfman 

Christopher L. Curfman 
Registration No. 52,787 

Customer Number 23859 
(678) 420-9300 Phone 
(678) 420-9301 Facsimile 
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